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Application: ANDA 75 100/600 Priority: Org Code: 600
Stamp: 28.MAR-1997 Regulatory Due: Action Goal: District Goal: 28-MAY-1998
Applicant: LEK PHARM Brand Name:
VEROVSKQVA 57, 1526 Established Name: BROMOCRIPTINE MESYLATE
LJUBLJANA, , SI Generic Name:
Dosage Form: CAP (CAPSULE)
Strength: SMG
FDA Contacts: -$, OKEEFE (HFD-617) 301-827-5848 , Project Manager

5. SHERKEN (HFD-625) 301-827-5848 , Review Chemist
M. SMELA JR (HFD-625) 301-827-8848 , Team Leader

Overall Recommendation:

Establishment: DMF No:

AADA No:
Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: SUBMITTED TOOC - - MANUFACTURER

Milestone Date: 14-SEP-1998

HL

Establishment: 9613457 DMF No:
LEK LJUBLJANA PHARMACEUTICA AADA No:
VEROVSKOVA 57, 61107

LIUBLJANA, , SI
Profile:. CHG OAI Status; NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: SUBMITTED TO OC MANUFACTURER
Milestone Date: 14-SEP-1998 FINISHED DOSAGE

MANUFACTURER

Establishment: 1719991 DMF No:

ROSEMONT PHARMACEUTICAL CQ AADA No:

301 SOUTH CHEROKEE ST

DENVER, CO 80223
Profile. CHG OAI Status: NONE Responsibilities: FINISHED DOSAGE PACKAGER
Last Milestone: SUBMITTED TO OC FINISHED DOSAGE STABILITY

Milestone Date: 14-SEP-1998 TESTER
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ANDA Number: 75-100
FIRM: Lek Fharmaceutical and Chemical Co.
DOSAGE FORM: Bromocriptine Mesylate Capsules USP,
STRENGTH_S -mg ds Bromocryptine base.
QGME_SIAIEq;HILEEE_HEDAIE_EIAIEMENIL_
EER pending.

BIO STUDY: Bio completed its review on 12/5/97. Found acceptable
to Parlodel 5 mg, manufactured by Sandoz.

METHODS VALIDATION: - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM)
N/A. Official methods are USP.

STABILITY:- ARE THE CONTAINERS USED IN STUDY IDENTICAL TO THOSE
IN CONTAINER SECTION

Lots 1910596 (Bio batch) and 1930596 (Stability batch) stability

data in 30 count c/c system and 100 count c/c systems for 3 .
months at 40°C/75% RH and for 24 months at 25°C/60% RH were -
satisfactory. ¢

The containers used for the stability samples are identical to
the containers that were described in the Container Section.

LABELING: Found adeguate on 11/4/98.
STERILIZATION VALIDATION (IF APPLICABLE}: N/A
SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS Q.K.)

Bio batch 1910596 = capsules. Lek manufactures its own
lots of Bromocriptine Mesylate. The manufacturing process is
found in fhe batches passed all USP and in-house tests.

It is adequate. Lot 19105696 passed all required tests and
specifications in USP & In-house. Lek manufactured the bio batch
and used it to qualify Rosemont as their principal packaging
site.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH WERE
THEY MANUFACTURED BY THE SAME
PROCESS?)

Stability batch 1930596 = apsules. Lek manufactured this
lot to Qualify Lek as a alternative Packaging site. Lot 1930596
was manufactured by same procedure that was used for the bio
batch. It passed all required tests and specifications in the USP
& In-house.



BIO/STABILITY?2

-

Size of préposed product:.on batches = tapsules.
Manufacturing process is the same as were the Bio/Stability

Batches.

-

/\%ég ////7//!
/98.

Prepared by Stephen Shex’l{en on 11/5 ,/b /

y \\%\

\)

e,



US-DEC-1998 FDA CDER EES Page 1of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Application: ANDA 75100/000 Priority: Org Code: 600
Stamp: 28-MAR-1997 Reghiatory Due: Action Goal: District Goal: 28-MAY-1998
Applicant; LEK PHARM Brand Name:
VEROVSKOVA 57, 1526 Established Name: BROMOCRIPTINE MESYLATE
LJUBLJANA, , SI Generic Name:
g Dosage Form: CAP (CAPSULE)
Strength: SMG

FDA Contacts: *ID = 122344
S. SHERKEN (HFD-625)
M. SMELA JR (HFD-625)

s Project Manager
301-827-5848 , Review Chemist
301-827-5848 , Team Leader

Overall Recommendation;

ACCEPTABLE on 30-NOV-1998by J. D AMBROGIO (HFD-324)301-827-0062

Establishment:

Profile: CSN OAI Status;: NONE
Last Milestone: OQC RECOMMENDATION
Milestone Date  08-SEP-1998

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

DMF No:
AADA No:

Responsibilities: DRUG SUBSTANCE
MANUFACTURER

vt

Establishment: 9613457

LEK LJUBLJANA PHARMACEUTIC

VEROVSKOVA 57, 61107
LJUBLJANA, , SI

Profile. CHG OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Miiestone Date  14-SEP-1998

Decision: ACCEPTABLE

Reason:

. DISTRICT RECOMMENDATION

DMF No:
AADA No:

Responsibilities: DRUG SUBSTANCE
MANUFACTURER
FINISHED DOSAGE
MANUFACTURER

Establishment: 1719991

ROSEMONT PHARMACEUTICAL C

301 SOUTH CHEROKEE ST
DENVER, CO 80223

Profile: CHG OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  30-NOV-1998

Decision: ACCEPTABLE

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE PACKAGER
FINISHED DOSAGE STABILITY

TESTER



08-DEC-1998 FDA CDER EES Page 2 of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Reason: _ DISTRICT RECOMMENDATION

»



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

A

ANDA Nu.mber-: 75-100 Date of Submission: April-9, 1998

-

Applicant's Name: Lek Pharmaceutical and Chemical Co.
d.d.

Established Name: Bromocriptine Mesylate Capsules, USP
. 5 mg

Labeling DeficientciesT
1. CONTAINER (30s and 100s)

Replace the "CAUTION: Federal law..." statement with
the symbol "Rx only™ or "R only". We refer you to the
Guidance For Industry, "Implementatlon of Section 126,
Elimination of Certain Labeling Requirements...", at
the internet site,
http://www.fda.gov/cder/guidance/index.htm for
guidance.

—

2. INSERT

a. The innovator provides a combined insert for the
tablets and capsules. We note your application
for the tablets (ANDA 74-631) was approved on
January 13, 1998. Please revise your insert
accordingly.

b. INDICATIONS AND USAGE

Revise to read “Bromocriptine mesylate capsules or
tablets are indicated...” in the first sentence of
each subsection.

C. PRECAUTIONS
i. Hyperprolactinemic States - Revise to read
“Bromocriptine mesylate capsules or tablets

are indicated...” in the sixth sentence.

ii. Pregnancy - Revise the subsection heading to
read as follows:



Pregnancy; Teratogenic Effects, Pregnancy
Category B , B

-

iii. Nursing Mothers - Do not italicize “used
_ during lactation in postpartum women”

"iv. Pediatric Use - Revise to read:

...patients under the age éf 15 have...

. —- e o . Vi am - .
R L - - - .

d. HOW SUPPLIED ~

Replace the "CAUTION: Federal law..." statement
with the symbol™"Rx only" or="R only". We refer
you to the Guidance For Industry, "Implementation
of Section 126, Elimination of Certain Labeling
Requirements...", at the internet site,
http://www.fda.gov/cder/guidance/index.htm for
guidance.

Please revise your insert labeling, as instructed above, and
submit final printed labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in’
the approved labeling of the listed drug or upon further

review of the application prior to approval. .

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by~-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

i /&

Difrgctor

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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for November 06, 1998

Application. ANDA 75100/000 Priority: Org Code: 600
Stamp: 28-MAR-1997 Regulatory Due: Action Goal: District Goal: 28-MAY-1998
Applicant: LEK PHARM Brand Name:
VEROVSKOVA 57, 1526 Established Name: BROMOCRIPTINE MESYLATE
LJUBLJANA, , S1 Generic Name:
Dosage Form: CAP (CAPSULE)
] Strength: SMG
FDA Contacts: S, OKEEFE _(HFD-617) . 301-827-5848_, Project Manager
S; SHERKEN (HFD-625) 301-827-5848 , Review Chemist
M. SMELA JR (HFD-625%) 301-827-5848 , Team Leader
Owerall Recommendation:
Establishment: 9610464 DMF Ne:
AADA No:
Profile: CSN OAI Staws: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: QC RECOMMENDATION MANUFACTURER
Milestone Date: 08-SEP-1998 B _ . _
Decision; ACCEPTABLE L B .
Reason: BASED ON PROFILE z -
Establishment: 9613457 DMF No: !

LEK LJUBLJANA PHARMACEUTICA AADA No:
VEROVSKOVA 57, 61107
LJUBLJANA, , SI

Profile: CHG OAI Status; NONE Responsibilities; DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date: 14-SEP-1998 FINISHED DOSAGE
Decision: ACCEPTABLE MANUFACTURER
Reason: DISTRICT RECOMMENDATION
Establishment: 1719991 DMF No:

ROSEMONT PHARMACEUTICAL CO AADA No:

301 SOUTH CHEROKEE ST

DENVER, CO 80223

Profile: CHG OAI Status: NONE Responsibilities: FINISHED DOSAGE PACKAGER

Last Milestone: SUBMITTED TO DO FINISHED DOSAGE STABILITY
Milestone Date: (8-SEP-1998 TESTER



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-100 Date of Submission: October 20, 1998

Applicant's Name: Lek Pharmaceutical and Chemical Co.
d.d.

Established Name: Bromocriptine Mesylate Capsules, USP
5 mg |

APPROVAL SUMMARY (List the package size, strength(s), and date of

submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

Container Labels: April 9, 1998 (30s and 100s). See comment
regarding Rx only.

Professional Package Insert Labeling: October 20, 1998

Revisions needed post-approval:

INSERT
a. TITLE
i. Increase the prominence of the established name and

expression of strength.

ii. We encourage the inclusion of “R only” in this

section.
b. PRECAUTIONS
i. -Pregnancy - Revise the subsection heading to read as
follows:

Pregnancy: Teratogenic Effects, Pregnancy Category B
BASIS OF APPROVAL:
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Parlodel® Capsules

NDA Number: 17-962



NDA Drug Name: Parlodel® Capsules
NDA Firm: Sandoz Pharmaceutical Corp.
Date of Approval of NDA Insert and supplement #:
) 17-962/8~052 - April 2, 1998
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container lLabels: Labels in file folder
and labels submitted in the jacket for side-by-side review.

AT



REVIEW OF PROFESSIONAL LABELING CHECK LIST

) Established Name Yes [ Mo | N.A
pifferent nmme than on acoeptance to f£ile letter? X
Is this product a USP item? If so, USP scpplemant in which wvarification was x
assured. USP 23-
z-m-_mz-mtmnmtmumommm X
I!Mtﬂ&?,m&.&mtn—bmwldhmﬂ'l X

Error Prevention Analysis

Has the firm propossd a proprietary name? If yss, ccmplete this subsection. X

Do you find the name abjecticnable? List reasons in FTR, if sc. Considar: X
Misleading? Sounds or looks like ancther nama? USAN stam pressnt? Prefix ox
Suffix present?

Eas the name bean forwarded to the Labaling and Nomsnolature Cammittes? If so, X
what were the recommendations? If the name was unacosptable, has the firm been

notified?

Packaging

Il&laWMM&mﬂﬂ,mﬂhﬂmMWﬂMﬂﬂ? If X

yes, dascribe in FIR.

um-mn:.u—m-dwuhmmwv If yes, the Folison 4
Prevention Act may require a CRC. TFirm has CRC cap oo both aizes.
MmWWhnmynf.byunﬂor:mlntorym? X

If IV produst packaged in syringe, could thers be adverse patient outcoms if given b 4
by direct IV injection?

Conflict batween the DOSAGE AND ADMINKISTRATION and IMDICATIONS sections and the X
packaging configuration?
zsmc-mmwummumdmmtwwwmw X
labaling?

1Is the color of tha container {i.e. the color of the cap of a mydriatic ophtbalmic) X

or cap incorrect?

Individual cartons required? lssues for FIR: Ianovator individually cartoned? X
Light sensitive product which might require cartoning? Mast the package insart
accompany the product?

Are thare any other safety conoerns? x
Labaling

Is the name of the 4rug unclear in print or lacking in prominence? {Nams sheould be X
th.mtmth!c:—uenenmlnhh.

Has applicant failed to clearly differeatiats mltiple product strengtha? x
I-mmﬁlmhrmthnl/SmtﬂmrllabQL? (%o regulation -~ ses ASHP x

guidelines)




Labaling (continued)

Doss FID make spacial differsntiation for this label? (i.e., Pediatric strength va
Adult; Oral Solution vs Conoentrate, Warning Stataments that might be in red for
the MDA)

Is the Manufactured by/Distributor statammnt incorrect or falsaly inconsistent
batwean labels and labaling? Is "Jointly Manufactured by...", statemat besdad?

Failurs to desariba solid oral doaage form idantifying smrkings in NOW SUPPLIED?

HEas the firm failed to adequately support ocmpatibility or stability claims which
appaar in the insagt labaling? Nota: Chemist should confirm the AAta has bean
adequately supported.

Scoring: Describe scoring configuraticn of KLD and applicant (page §) in the FTR

Is the scoring oouigu-_n_f.tc_m d.‘l.ft-x‘nt thu th. RLD? L - ) 4

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingroch..nts (FTR: List page { in applicaticn whare inactives ars
listed)

Doas the product contain alcohol? If so, bas the aocuracy of the statement bean
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse sffects anticipated from inactives (i.e., bansyl alochol in necnates)?

Is thare a discrepancy in inactives betwees DESCRIPTION and the composition N
atatement?

Has tha term "other ingredients" bean used to prot.ct't trade sscret? Hlo, is
claim supported?

Failure to list the coloring agents if the composition statesent lists s.g.,
Opacods, Opaspray?

Failure to list gelatin, ccloring ageants, antimicrobials for ampsules in
DESCRIPTION?

PFailure to list dyes in imprinting inks? {(Coloring agents e.g., iron oxides nead
not ba listed)

USP Issues: (FTR: List USP/NDA/ANDA dispansing/storage recosmssndations)

Do container recommsndations fail to mest oxr ezoeed USP/MDA reccmmandations? If so,
are the recommandaticns supported and is the difference acosptable?

Does USP have labeling recommandations? If any, doss ANDA maat them?

Ia the product light sensitive? If 30, is MDA abd/or AMDA in a light resistant
containex?

Failure of DESCRIPTION to mmet USP Description and Solubility information? If so,
US? information should be used. Howewver, only include solvents appearing in
innovater labaling.

Bicequivalence ISsues: (Caspars bicegivalancy values: insert to study.
List Camax, Tmax, T 3 and date study acceptable)

Insert labaling refersnoces a food effect or a no—affect? If so, was a food study
dona?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or
cumlative supplemsnt for verification of the latest Patant or Exclusivity. List
sxpiration date for all patents, ezclusivities, etc. or if none, pleass state.




FOR THE RECORD:

1.

Review based on the labeling of the listed drug
(Parlodel®; Approved April 2, 1998; Revised November
1996) .

-

‘Patent/ Exclusivities:

There are no patents or exclu51v1t1es that pertain to
this drug product.

Storage/Dispensing Conditions:

NDA: Store below 77°F (25°C). Dispense in a tight,
light~-resistant container. -

ANDA: - Store below 25°
tight, light- re31stant contalner.

USP: Preserve in a tight, 11ght re51stant containers.
Product Line:

The innovator markets theitr product in bBottles of 30s
and 100s.,

The applicant proposes to market their product in
bottles of 30s and 100s.

The capsule irprints have been accurately described in
the HOW SUPPLIED section as required by 21 CFR 206, et
al. (Imprinting of Solid Oral Dosage Form Products for
Human Use; Final Rule, effective 9/13/95). See page
2051, Vol. 1l.6.

Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the packagz insert appears to be consistent
with the listing of inactive ingredients found in the
statement of components and composition appearing on
page 1328 and 29, Vol. 1.4.

All manufacturing will be performed by Lek. Rosemont
Pharmaceutical Corpcration packages the product. See
pages 1424,29 and 30 in Vol. 1.4.

Container/Closure:

This product will be péckaged in amber glass bottles
with CRC caps. See page 1729, Vol. 1.5.

"M



10.

This application is for the 5 mg capsules. The firm
has submitted another ANDA for the 2.5 mg tablet. The
innovator has a combined insert and in the DOSAGE AND
ADMINISTRATION section of the labeling it states
“tablets” throughout. We requested the firm combine
the inserts or replace “tablets” with it’s
corresponding “mg” amount. The 2.5 mg tablet was
approved in January 1998.

i

Date of Raview: November 3, 1998

Date of Submission: October 20, 1998

S

Reviewer: Date: ﬂ/JV?g/
Team Leader: Date;
/S/ e
/L n A

7 " ic;,” \ l”/ﬂq

- 'l‘a-.



REVIEW OF PROFESSIONAL LABELING
DIVISION -OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA NunberT——T5=100——Dateof Submissiom—April 9, 1998
Applicant's Name: Lek APh.armac‘:eutical and Chemical Co.
e d.d._ - B

Established Name: Bromocriptine Mesylate Capsules, USP

5 mg -

e

1. CONTAINER {30s and 100s)

_Replace the "CAUTION: Federal law..." statement with

the symbol "Rx only"” or "R only". We refer you to the .
Guidance For Industry, "Implementation of Section 126, -
Elimination of Certain Labeling Requirements...", at

the internet site,
http://www.fda.gov/cder/guidance/index.htm for

guidance.

L4

2. INSERT Il

a. The innovator provides a combined insert for the
tablets and capsules. We note your application
for the tablets (ANDA 74-631) was approved on
January 13, 1998. Please revise your insert
accordingly.

b. INDICATIONS AND USAGE

Revise to read “Bromocriptine mesylate capsules or
tablets are indicated...” in the first sentence of
each subsection.

c. PRECAUTIONS
i. Hyperprolactinemic States - Revise to read
“Bromocriptine mesylate capsules or tablets
are indicated...” in the sixth sentence.

ii. Pregnancy - Revise the subsection heading to
read as follows:



Pregnancy: Teratogenic Effects, Preghancy
Category B

iji. Nursing Mothers - Do not italicize “used
during lactation in postpartum women”.

iv. Pediatric Use - Revise to read:
...patients under the age of 15 have...

d. HOW SUPPLIED

Replace the "CAUTION: Federal law..." statement
with the symbol "Rx only™ or "R only". We refer
you to the Guidance For Industry, "Implementation
of Section 126, Elimination.of Certain Labeling
Requirements...”, at the internet site,
http://www.fda.gov/cder/guidance/index.htm for
guidance.

Please revise your insert labeling, as instructed above, and

submit final printed labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in ‘
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.%4(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength(s), and date
submission for approval}: :

Do you havg_lZ_Final Printed Labels and Labeling? Yes

Container Labels: Apri1_9, 1998 (30s and 100s). See comment
regarding .Rx only.

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL: . .. " . oo

Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Parlodel® Capsules
NDA Number: 17-962
NDA Drug Name: Parlodel® Capsules
NDA Firm: Sandoz Pharmaceutical Corp.
Date of Approval of NDA Insert and supplement #:
17-962/5-052 - April 2, 1998
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

of

Basis of Approval for the Container Labels: Labels in file folder

and labels submitted in. the jacket for side-by-side review.

Basis of Approval for the Carton Labeling: Labeling in file
folder and labels submitted in the jacket for side-by-side
review.

- ,‘_»-



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Establishead Name

Different name than on acosptanos to file lettar? X

Is this product a USP itéa? If so, USF supplesant in which verification was X

assured. USP 2% .

Is this nams different than that used in the Orange Book? x
zfutusr,mu;mtmmmumm X

Error Prevention Analysis

Has the firm proposed a proprisetary name? If yes, cowplete this subsection. X

Do you find the name cbjectionable? List reasons in FIR, if so. Gnul:l.d-r:r - x
Misleading? Sounds or locks like another name? USAN stam present? Erefix or
Suffix presant?

BEas the name been forwarded to the Iabeling and Nomsnalature Committes? -If so, R . X
what wers the recommndations? If the hamw was unacoeptable, has the firm besa™ ~°71 7 77 ° :
notified? - ' - .

Packaging

I-m.;wmwimlum,mbmWWuMMMT I X
yes, describe in FIR.

Is this package sife missatched with the reccomended dosage? If yes, the Polson 4
Prevention Act may require & CRC. Firm has CRC ¢ap on both sizes.

Does the package proposed have any safety and/or requlatory conosrast X

zzwmtmaumm,mdmum:upmtnm-unm X
by direct IV injection? T

Conflict batwean the DOSASE AND ADMINISTRATION and INDICATIONS secticns and the X
packaging sonfiguration?

is the strength and/or concentratican of the product unsupported by the insert 4
labaling?

Is the color of the containar (i.e. the color of the cap of a mpdriatic ophthalmic) X
oy cap incorrect?

Individual oartons required? Issues for FTR: Innovator individually cartoned? X
Light sensitive product which mdght require cartoaing? Must the package insert
accogpany the product?

Aze t.hu:- any othar safety conoerna? X
Labeling :
Is the nams of the drug unclear im print or laaking in prominence? (Name should be x
the most prominest informaticn on the label) .

Has applicant failed to clearly differantiate msltiple product streagtha? X
Is the corporate logo larger than 1/3 container labal? (No regulation - see ASEP x

quidelines)




Labaling (continued)

Doss KLD make special differsntiation for this label? (i.s., Pediatric strength vs
Milt; Oral Solution vs Concentrate, Warning Statemsuts that might be in red for
the MDA)

Is the Manufactured by/Distributor statemsat incorrect or falssly inconsistent
betwean labels and labeling? Is "Jointly Mapufactured by...", statemant needed?

Mmbh;uﬁo-mamlmtmimmmummm?

Has the firm failed to adequataly support compatibility or stability claims which
appsar in the inshrt labeling? Note: Chemist should confirm the data has besn
adequataly supported.

Scoring: Describe scoring configuration of KLD and applicant (page #} in the FIR

1s the scoring configuration different than the RLD? . .

Has the firm failed to describe the scoring in the EOW SUPFLIED section?

Inactive Ingredients: (rFrr: List page # in application wherw inactives are
listed) - .

s

Doss the preduct contain alochel? If so, has the accuraqy of the statemant besn
confirmed?

Do any of the inactives differ in conoentratien for this route of adminiatration?

Any adverse effects anticipated from inactives (i.e., bensyl alcohol in necnatas)?

Is there a discrepancy in inactives between DESCRIPTION and the composition
statmmant? - .

mmm-omxmu-mmummtammvuu,u
claim supported? ——e . .

Failure to list the coloring agents if the composition statement lists ..g.,
Cpacode, Opaspray?

Fallure to list gelatin, coloring agerts, antimicrobials for capsules in
DESCRIPTION? . .

Failure to list dyes in imprinting inks? (Coloring agents @.g., iron oxides need
not ba listed)

USP Issues: (FfrR: List USPF/NOA/AFDA dispansing/storage reccamandations)

Do container recosmendations fail to mset or axceed USP/MOA reccemecdations? If so,
ars the recommsndations supported and is the differencs accaptable?

Doas USSP have labaling recowmmsndations? If any, does ANDA mest them?

1s the product light sensitive? If sc, is NOA and/or AMDA in a light resistant
contaiper?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so,
OU3F information should be used. Nowevex, ouly includs sclvents appearing in
innovator labaling.

Bicequivalence ISsues: (Caspare bicegivalency valuas: insert to study.
List Coax, Taax, T 1/2 and date study acosptable) : - - ..

%

lnsert labeling refersnces a food effect or a no-effect? If so, was a food atudy
done?

Has CLINICAL PEARMACOLOGY been modified? If so, briefly detail where/why. -

Patent/Exclusivity Issues?: rix: Check the Orange Book sdition or
cumulative supplesmnt for verificat.on of the lacest Fatent or Rxclusivity. List
expiration date for all pateants, exclusivities, sta. or if nooe, please stata.




FOR THE RECORD:

1.

Review based on the labeling of the listed drug
(Parlodel®; Approved April 2, 1998; Revised November
1996) . '

.Patent/ Exclusivities:

There are no patents or exclusivities that pertain to
this drug product. '

Storage/Dispensing Conditions: =~ .

NDA: Store below 77°F (25°C). Dispense in a tight,
light-resistant container.

ANDA: .- -__Store below 25°C (77°F). Dispense in a
tight, light-resistant container.

USP: Preserve in a tight, light-resistant containers.

Product Line: — e _

The innovator markets their product in bottles of 30s
and 100s.
The applicant proposes to market their product in
bottles of 30s and 100s.

The capsule imprints have been accurately described in
the HOW SUPPLIED section as required by 21 CFR 206, et
al. (Imprint.ng of Solid Oral Dosage Form Products for
Human Use; Final Rule, effective 9/13/95). See page
2051, Vol. 1.6.

Inactive Ingredients:

‘The listing of inactive ingredients in the DESCRIPTION

section of the package insert appears to be consistent
with the listing of inactive ingredients found in the
statement of components and composition appearing on
page 1328 and 29, Vol. 1.4.

All manufacturing will be performed by Lek. Rosemont
Pharmaceutical Corporation packages the product. See
pages 1424,:z9 and 30 in Veol. 1.4.

Container/Closure:

This product will be packaged in amber glass bottles
with CRC caps. See page 1729, Vol. 1.5.

AN



= L PO

10. This application is for the 5 mg capsules. The firm
has submitted another ANDA for the 2.5 mg tablet. The
innovator has a combined insert and in the DOSAGE AND
ADMINISTRATION section of the labeling it states
“tablets” throughout. We requested the firm combine
the inserts or replace “tablets” with it’s
corresponding “mg” amount. The 2.5 mg tablet was
approved in January 1998.

.

Date of Review: -~ April 21, 1998

Date of Submission: April 9, 1998 - -

- . —— - e e
- e e e — . - SA e e - -

Reviewer: Q.\#ﬂi%rdl4 ‘ Date: 5’EL\%9

Team Leader: - J‘%\ )

e Dat_.:{/w/%

//
4
cc:

LR



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
. B PUBLIC HEALTH SERVICE
e FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 23, 1997 = E 5&&LD

FROM: Anna Marie H. Weikel 7N —_ .
Consumer_ Safety Officer
HFD-615 - .-

SUBJECT: Refuse to File Lettar for ANDA*?STiOO'

I double-checked the original submission and found the
dissolution data- on-pp——723—731, -as cited in the May 15, 1997,
letter. However, I also noted that this item was not included in
the original table-of-contents which -would be a requirement for
our cursory. administrative review. . .

.-
’

Because the data was . located in the original submission,
although, not identified in the table of contents; Peter Rickman
agreed that an exception should be made and the firm should be
given the original filing date this one time only.



REVIEW OF PROFESSIONAL LABELING
DIVISION UF LABELING AND PROGRAM_SUPPORT
- ' LABELING REVIEW BRANCH

ANDA Number : .775-£L00 Date of Submission: March 25, 1997

Applicant’s Name: Lek Pharmaceutical and Chemical Co.
d.q4. :

Established Name: Bromocriptine Mesyiate Capsﬁ]:es, UsP
.5 mg

Labeling Deficiencies:

e ——— e m e . rm—— g e o

1. CONTAINER (308 and 100s)

a. Revige the strength to read as follows:

Bromocriptine Mesylate Capsules, USP
5 mg* -

S . S <
b. Revise the "Each capsule contains...” statement to

read as follows:

*Each capsule contains bromocriptine mesylate
equivalent to 5 mg bromocriptine.

2, INSERT
a. DESCRIPTION
i. Revise paragraph one to read as follows:

-..activity. Bromocriptine mesylate is
chemically designated as... (salt).*
Bromocriptine mesylate is a white or slightly
colored, fine crystalline powder odorless or
having a weak characteristic odor.

ii. Revise the listing of ingredients to read as
follows:

Each capsule for oral administration contains
bromocriptine mesylate equivalent to 5 mg
bromocrirtine. In addition, each capsule
contains the following inactive
ingredients:...



b. ADVERSE REACTIONS

. i.- Hyperprolactinemic Indications, paragraph two
- ...to 1.25 mg two...

ii. Adverse Events Observed in Other Conditions:
. Postpartum Patients - Delete the bold and
underline from line 10.

. DOSAGE AND ADMINISTRATION

We encourage you to combine this package insert
with your application for bromocriptine mesylate
tablets, USP 2.5 mg (ANDA 74-631) or delete
reference to the “tablet” and replace with the
corresponding *“mg” amount.

d. HOW SUPPLIED
We encourage the inclusion of your NDC numbers.

Please revise your insert labeling, as instructed above, and
submit final printed labels and labeling. _

Please note that we reserve the right to request further S
changes in your labels and/or labeling based upon changes ine
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94 (a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

7. ”S’ ;s

/ 7/
Je Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
' LABELING REVIEW BRANCH

ANDA Number: 75-100 Date of Submission: March 25, 1997

Applicant’s Name: ILek Pharmaceutical and Chemical Co.

d.d.

Established Name: Bromocriptine Mesylate Capsules, USP
5 mg

Labeling Deficiencies: Ty

1. CONTAINER (30s and 100s)
a. Revise the strength to read as follows:

Bromocriptine Mesylate Capsules, USP

* -
5 mg .
b. Revise the “Each capsule contains...” statement to
read as follows:

*Each capsule contains bromocriptine mesylate
equivalent to 5 mg bromocriptine.

2. INSERT
a. DESCRIPTION
i. Revise paragraph one to read as follows:

-..activity. Bromocriptine mesylate is
chemically designated as... (salt).*
Bromocriptine mesylate is a white or slightly
colored, fine crystalline powder odorless or
having a weak characteristic odor.

ii. Revise the listing of ingredients to read as
follows:

Each capsule for oral administration contains
bromocriptine mesylate equivalent to 5 mg
bromocriptine. In addition, each capsule
contains the following inactive
ingredients:...



b. ADVERSE REACTIONS
i Hyperprolactinemic Indications, paragraph two
- ...to 1.25 mg two...

ii. Adverse Events Observed in Other Conditions:
Postpartum Patients - Delete the bold and
underline from line 10.

é. DOSAGE AND ADMINISTRATION

We encourage you to combine this package insert
with your application for bromocriptine mesylate
tablets, USP 2.5 mg (ANDA 74-631) or delete
reference to the “tablet” and replace with the
corresponding “mg” amount. l

d. HOW SUPPLIED
We encourage the inclusion of your NDC numbers.

Please revise your insert labeling, as instructed above, and
submit final printed labels and labeling. .
Please note that we reserve the right to request further R
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon furthe
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 22 CFR 314.94(a) (8) (iv), please provide a
side-by-side compariscon of your proposed labeling with your
last submission with all differences annotated and
explained. '

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size,’ strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

Professionq; Package Insert Labeling:
Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approvéi based upon a petition? No

What is the RLD on the 356 (h) .form-: -ParlocdeI® Capsiles
NDA Number: 17-962

NDA Drug Name: Parlodel® Capsules

NDA Firm: Sandoz Pharmaceutical Corp.

Date of Approval of NDA Insert and supplement #: 17-962/S-051
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: Labels in file folder
and labels submitted in the jacket for side-by-side review.

Basis of Approval for the Carton Labeling: Labeling in file
folder and labels submitted in the jacket for side-by-side
review.



REVIEW OF PROFESSIONAL - LABELING-CHECK

LIST

Established Name Yos Bo | N.A.

Different pame thap on acceptance to file letter? X
Is this product a USP ites? If =0, USP supplement in which verification was 4
assured. USP.23-
Is this pame different than that used in the Orange Book? I
If not USP, has the product name been proposed in ths PP? b 4

Error Prevention Analysis S
Hag the firm proposed a proprietary oame? If yas, complate this subsection. x
Do you find thé name cbjectionabla? List reasons™in PTX,  if so. Consider: - x
Misleading? Sounds or looks like ancther name? USAN stes present? Prefix or
Suffix present?
mmmmfwuomunungmmmnmcm? If 0, x
what were the recosmendations?  If the name was unacceptable, has the Tirm been 1
notified?
Packaging T

Ilthi:ampi:kngi:g@nﬂgunti@.mhﬂnlppmnﬂhy:ﬂlﬂﬂﬂ? If
yas, describe in FTR.

Iathi-panhgeain-i-ltch.ddt.h:hmdnng-? If yea, the Poison
Prevention Act may require a CRC. Pirm-bms O cap on ‘both sizas.

M:Mp&ngepmdhnwlﬂawmlormuhmm?

Itwpmmuum,mmhm“timme_ugim
by direct 1V injectiom?

Conflict between the DOSAGE AMD ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

{- I:t;:n;l:.tmgt.h and/or concentration of the product unsupported by the insart
abe ?

Is the color of the containar (i.e. the color of thas cap of a wydriatic ophthalmic)
or cap incorrect?

Individual cartons required? Issues for FTR: Imnovator individually cartcoed?
Light sensitive product which might require cartoning? Must the packsge insert
accompany the product?

Are there any other safaty concerns?

Labeling

F

Ilthem-ofthodnxgmclnuuprintorhm:gmm? {(Fama should be
the most prominent information om the label).

Has applicant failed to clearly diffarentiate sultiple product strengtha?

Is the corporate logo largsr than 1/3 container label? %o regulation - see ASHP
quidelines) _

e



Labeling (continued)

Ins

Does RLD wake special differentistion for this label? {i.e., Pediatric strength vs
Adult; Czxal Solutiom va Concentyate, Warning Statemenrs that might be in red for
the EDA)

1Is the Manufactured by/Distributor statement incorrect or falsely inconsistent
batween labels and labeling? Is *"Jointly Mssufactured by...®, statement needed?

Pailure to due:tibe s0lid oral dosage form identifying markings in HOW SUPPLIED?

Bas the firm failed to adequately support cowpatibility or stability claims which
appear in the ingert labeling? Note: Chemist should confirm the data has been
adequately supported. ,

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FIR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the BOW SUPPLIED section?

Inactive Ingredients: (Fre: List page # in application whers inactives are
listed)

Does the product contaia nlcnbt;I?'Tf-o, his tha nccu.'ney of I:h- statéesent been
confirmed?

Do any of the inactives differ in concentration for this route of administracion?

Any adverse effects anticipated from inactives (i.e., benxyl alcohol in necnatas)?

1s thare a discrepancy in inactives between DESCRIPTION and ths composicion
statement?

mr.har.u-'ochnringzudienu'bahnuodtapmtocta:tld.m:?nm,is
claim supported? e . e e me -

FPailure to list the coloring agents if the composition statement lists e.g.,
Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTICON?

Pailure to list dyes in imprinting inke? (Coloring agents e.g., iron oxides need
not be listed)

USP Iasues: (PTR: List OSP/NDA/ANDA dispensing/storage recosmendations)

B

L9 3

Do container recommendations fail to meet or exceed USP/NDA recommendations? If =0,
are the recompandations supported and is ths differencs acceptable?

Does USP have labeling recommendations? If any, doss ANDA mest them?

Is the product light sensitive? If so, is HDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to weet USP Descripticm and Solubility information? If so,
USP information should be used. However, only include solvents appearing in
innovator labeling.

Bicequivalence Issues: (Compare bicegivalency values: insert to study.
List Cmax, Tmmx, T 1/2 and date study acceptable)

Insert labeling refersances a food effact or a po-effect? If so, was a food atudy
done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly datail where/why.

Patent/Exclusivity IsSsues?: FIR: Check the Orangs Book editicm or
cumulative supplement for verification of the lateat Patent or Exclusivicy. List
expiration date for all pstents, axclusivities, etc. or if none, please state.




FOR THE RECORD:

1.

10.

Review based on the labeling of the listed drug
(Par]lodel®; Approved July 3, 1996; Revised February
1996).

Patent/ Exclusivities:

There are no patents or exclusivities that pertain to
this drug product.

Storage/Dispensing Conditions:

NDA: Store below 77°F (25°C). Dispense in a tight,
- light-resistant container. A

ANDA: Store below 25°C (77°F). Dispense in a
tight, light-resistant container.

USP: Preserve in a tight, light-resistant containers.

Product Line:
The innovator markets their product in bottles of 30s
and 100s.

The applicant proposes to market their product in
bottles of 30s and 100s.

The capsule imprints have been accurately described in
the HOW SUPPLIED section as required by 21 CFR 206, et
al. (Imprinting of Solid Oral Dosage Form Products for
Human Use; Final Rule, effective 9/13/95). See page

2051, Vel. 1.6.
Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION

'section of the package insert appears to be consistent

with the listing of inactive ingredients found in the
statement of components and composition appearing on
page 1328 and 29, Vol. 1.4,

All manufacturing will be performed by Lek. Rosemont
Pharmaceutical Corporation packages the product. See
pages 1424,29 and 30 in Vol. 1.4.

Container/Closure:

This product will be packaged in amber glass bottles
with CRC caps. See page 1729, Vol. 1.5S.

This application is for the 5 mg capsules. The firm
has submitted another ANDA for the 2.5 mg tablet. The
innovator has a combined insert and in the DOSAGE AND

e 'l's.



ADMINISTRATION section of the labeling it states

“tablets” throughout.

We have requested the firm

combine the inserts or replace “tablets” with it’s
corresponding “mg” amount.

Date of Review:

September 19, 1997

Datgan-Sﬂbmiésion: March gﬁ,_}997

Reviewer:tﬁ}JGLTTuJi;_______h

Team Leader:

S/

___Dpate: 4[22/9%

Date:




CULEK Bstdousiment tvaiuation Keport Page | of |
for August 18, 1997

Application: ANDA 75100/600 Priority: Org Code: 600
Stamp: 28-MAR-1997 Regulatory Due: Action Goal: District Goal: 28-MAY-1998
Applicant: LEK PHARM Brand Name:
"VEROVSKOVA 57, 1526 Established Name: BROMOCRIPTINE MESYLATE
LIJUBLJANA,, 51 . Geueric Name:
Dosage Form: CAP (CAPSULE)
- R Strength: SMG
FDA Contacts: S, OKEEFE (HFD-617) 301-827-5848 , Project Manager
+ M. SMELA JR (HFD-625) 301-827-5848 , Team Leader

Overall Recommendation:

Establishment: . : _DMF No: .
AADA No:
Profile: CSN OAI Status: NONE Responsibilities:

Last Milestone: OC RECOMMENDAT 18-JUN-1997 DRUG SUBSTANCE MANUFACTURER
Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment: 9613457 DMF No: ’_: ]
LEK LJUBLJANA PHARMACEUTIC .
VEROVSKOVA 87, 61107 AADA No:

LJUBLJANA, , SI

Profile. CHG  OAI Status NONE Responsibilities:
Last Milestone: OC RECOMMENDAT 23-MAY-1997  DRUG SUBSTANCE MANUFACTURER
Decision: ACCEPTABLE FINISHED DOSAGE MANUFACTURER
Reason: DISTRICT RECOMMENDATION
Establishment: 1719991 . DMF No:

ROSEMONT PHARMACEUTICAL C

301 SOUTH CHEROKEE ST AADA No:

DENVER, CO 80223

Profile: CHG OAI Status: NONE Responsibilities:
Last Milestone: SUBMITTED TO DO 23-MAY-1997 FINISHED DOSAGE PACKAGER
FINISHED DOSAGE STABILITY TESTER




CDER Establishment Evaluation Report Page 1 of |
for May 22,1997
Application: ANDA 75100/000 Priority: Org Code: 600
Stamp: 28-MAR-1997 Regulatory Due: Action Goal: District Goal: 28-MAY-1998
Applicant: LEK PHARM Brand Name:
VEROVSKOVA 57,1526 Established Name: BROMOCRIPTINE MESYLATE
LJUBLJANA, , SI Generic Name:
U .-Dosage Form: . CAP (CAPSULE)
) Strength: 5 MG
FDA Contacts: 8. OKEEFE (HFD-617) 301-827-5848 , Project Manager
"M. SMELA JR (HFD-625) 301-827-5848 , Team Leader
Overall Recommendation: - = e e B s T
Establishment: 9613457 DMF No:
LEK LJUBLJANA PHARMACEUTICA ™ ~—
VEROVSKOVA §7, 61107
LJUBLJANA, , S1 Profile:. CHG OAI Status: NONE
~ Last Milestone: SUBMITTED TO OC 22-MAY-1997
Responsibilities:
DRUG SUBSTANCE MANUFACTURER
FINISHED DOSAGE MANUFACTURER T Prohile: CSN OAI Status: NONE
Last Milestone: SUBMITTED TO OC 22-MA:Y_-1997
’
Establishment: 1719991 DMF No:
ROSEMONT PHARMACEUTICAL CO
301 SOUTH CHEROKEE ST
DENVER, CO 80223 Profile: CHG OAI Status: NONE
Last Milestone: SUBMITTED TO OC 22-MAY-1997

Responsibilities:
FINISHED DOSAGE PACKAGER

FINISHED DOSAGE STABILITY TESTER




ANDA/AADA PROCESSING RECORD

ANDA/AADA No. 115 | OU

»

DATE

3 S qa Date received by Document Room

2.
Cm Date received by Program Support SFaff
M Date forwarded to CSO/CSO Tech. for review

e —————

Date filling review completed/forwarded for
supervisory review

E_BIQ_PL_ Date sent to typing
Date typing completed
Date sent for Director's signature

Date of OGD signature

INITIALS



~ADA . ANDA # M _ FIRM NAME M

N9 631 Cagooctlts 3.5 g

Page 1 of 3

ANDA CHECKLIST FOR COMPLETENESS ang ACTEFTABILITY of the APPLICATION

JRUG NAME: %WC/W W"v&/&
DOSAGE FORM: ____ 77?0060" MQFJCO’Y“S

r* I
Supervisory Charmist ( __ “f ____ ) Labeling Reviewer W ”("ﬁ%tu-él

——
R

Random Assmnment { z@zn&’m I ' C A%

_—
— NP ki A —

Comments .&\/ On Cards _/_ i

YES

NO

A —

—

3125197

Theranautlc Code 30 30% 00 '/D W@a}.—v‘t

3 |23 l?‘?r

Mathods Validation Package (3 copies) t.[ﬂu. }
' Required for Non-USP drugs

A — e — . S —— ——— — — — ——— — —— — — — — — — —

P L T ——— A — i —— — — — ey I D A S I I S SN SIS et —

.—-u————-——_——-———-.———_——_————-—-———

356 Form - Compieted /Original Signanire
[

A
s e —

ﬂ
|

Tabie of Contents

T ————— o —— —— o m— — o t— — — — — — — vy, — — — —

v
N
v’
v

v

v

v
e

Information to Show oroposed proguct Is the same as tne listed proguct: '} (@) '

| indications (i) active ingreciantsis) iii (a) route (b) dosage form (c) strengtn {ivi
labeling -- side by side companson - insert:

fom e S S Y S e e S e e e T e e e G G RS S AN S — — G S—

— e ———— —— ———— ——— — — — — — —— —

[T o e e S e e e e —— . —— — — — — — i e w— — — ——

[T e AR g S S L e . e e e . e v — — — — — — — — — —— —

[ e mam s RS S T . S s s mmmm iede e w—— — — — —— — —

e ——————— e e — —— — — — — — e wmmlr i e e e v —

e — . — — — — — — — — — e — —— A — — v v S — — — — —

_—— —— —— —— o ey — — — — — — — — — b m— — e —

e — D R e e e i — — o — ot i A e . —— — —

Jse Fatent Statement’
Exciuae Use in iabeting : indications? |

i Exclusivitv Addressed I
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Five vear exciusivity? |f ves. cannot 0e filed unti expiration of axciusivity f
or atter 4 vears if patent chailengea. i

—_— — e v . e — A vt —
— —— o — — m—— — — — — — —

/

———it
r re———

Statemnent ro Hx!bTC Statug |

Comoonents & Camposition (Unit Composition) P 1Yyyn '

|
|
|
|

N
Speciiications and Tests for Active ingredients and Dosage Form

Source of Active ingreagient(s)

fr e —— G — — — . —— — — — — b iy — — — —— ——— —

COA for finished product yar} I8 S !

Spacifications and Tests for inagva ingredients

Source of inacuve ingreqaiants identified

f— e e —— e . i m— e m— e E— e S S S e e — W S s

i — e —— — . . e T o e SR AR e SR S s R G W e e A M A

Batch Formutation _2 0O, D
b o et . —— ——— ey QO &

"t‘.

Master Production Batch Record for largast batch size intended for production
(No more than 10x pitot batch)

e S — e —— —— — . — — — — —— — ——— S T . S —— — — —

—— ey ———— ——— iy v —— iy i —— — —— — —— — Tt — —— —

o e o ————— — o o el AR A S e — — —

VNN NN Y \

[ v m— e A G — — . — — — o— —— —— —— — — —— o — — — A —

If Sterile product:

Aseptic Fill Terminal Steritization

Stability Profile inciuding stabiiity Data (Use ot Stability indication Methoa)

Bateh Numberts) Listeg on Stability Recoras (Batcn numpoerts) the same as
the test batch '

— A e —— R — — — o — o e T  —ar w— wm- wmr v S — — — — —

o m— o — i m— — A o — i o —— m— —im M AME e A e S S S -

P e et — o —— o — . — — — — — — — — — —— — — —— — — —

\\\’\'\ % \\\\l

‘ Comparative Dissoiution Data
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